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This is a SECOND or SUBSEQUENT submission of items concerning a filing under 35 U.S.C. §371 . 

rather than delay examination until the 



3. □ 



This express request to begin national examination procedures (35 U.S.C. §371(f)) at any tin 
expiration of the applicable time limit set in 35 U.S.C. §371(b) and PCT Articles 22 and 39( 



A proper Demand for International Preliminary Examination was made by the 19 th month from the earliest claimed priority date. 
A copy of the International Application as filed (35 U.S.C. §371(c)(2)) 

a. □ is transmitted herewith (required only if not transmitted by the International Bureau). 

b. H has been transmitted by the International Bureau. 

c □ is not required, as the application was filed in the United States Receiving Office (RO/US). 
A translation of the International Application into English (35 U.S.C. §371(c)(2)). 
A copy of the International Search Report (PCT/ISA/210). 

Amendments to the claims of the International Application under PCT Article 19 (35 U.S.C. §371(c)(3)) 

a. □ are transmitted herewith (required only if not transmitted by the International Bureau). 

b. □ have been transmitted by the International Bureau. 

c. □ have not been made; however, the time limit for making such amendments has NOT expired. 

d. 29 have not been made and will not be made. 

A translation of the amendments to the claims under PCT Article 19 (35 U.S.C. §371(c)(3)). 
An oath or declaration of the inventor(s) (35 U.S.C. §371(c)(4)). 
A copy of the International Preliminary Examination Report (PCT/TPEA/409). 
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12. □ A translation of the annexes to the International ftelhninary Exarnination Report under PCT Article 36 (35 U.S.C. §371(cX5)). 
Items 13. to 19. below concern documents) or information included: 

13. □ An Information Disclosure Statement under 37 C.F.R. §§1.97 and 1.98. 

14. □ An assignment document for recording. A separate cover sheet in compliance with 37 C.F.R. §§3.28 and 3.31 is included. 
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No international preliminary examination fee paid to USPTO (37 CFR § 1 .482) 
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and all claims satisfied provisions of PCT Article 33(2)-(4) $96.00 
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Surcharge of $130.00 for furnishing the oath or declaration later than 
months from the earliest claimed priority date (37 C.F.R. §1 .492(e)). 



$0.00 



NUMBER FILED 



NUMBER EXTRA 



Independent claims 



$0.00 



MULTIPLE DEPENDENT CLAIM(S) (if applicable) 



+ $ 260.00 



TOTAL OF ABOVE CALCULATIONS 



Reduction of l A for filing by small entity, if applicable. A Verified Small Entity Statement must also be 
filed (Note 37 C.F.R. §§T.9, 1.27, 1.28). 



SUBTOTAL 



Processing fee of $130.00 for furnishing the English translation later than □ 20 
months from the earliest claimed priority date (37 C.F.R. §1 .492(f)). 



TOTAL NATIONAL FEE 
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NOTE: Where an appropriate time limit under 37 C.F.R. §§1.494 or 1.495 has not been met, a petition to 
revive (37 C.F.R. §1.137(a) or (b)) must be filed and granted to restore the application to pending status. 
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Applicant(s) (DO/EO/US) SCHWARZ, Eugen, et al. 

Title: PRODUCTION OF A DIRECTLY COMPRESSIBLE TABLETTING AID 



PRELIMINARY AMENDMENT 

Assistant Commissioner for Patents 
Washington, D.C. 20231 

Sir: 

Prior to calculating the national fee, and prior to examination in the National Phase of the 
above-identified International application, please amend this application as follows: 
IN THE CLAIMS : 

Claims 3 and 4, line 2: Change "either of Claims 1 or 2" to — Claim 1 
Claim 5, line 2: Change "any of Claims 1 to 4" to — Claim 1 

Claim 9, line 2: Change "any of Claims 1 to 8" to — Claim 1 

Claims 10 and 11, line 2: Change "any of Claims 1 to 9" to — Claim 1 
Claims 12 and 13, line 3 : Change "any of Claims 1 to 9" to - Claim 1 
Claim 15, lines 1 and 2: Change "either of Claims 13 or 14" to — Claim 13 
Claim 16, lines 1 and 2: Change "any of Claims 13 to 15" to — Claim 13 — . 
Remarks 

The purpose of this Preliminary Amendment is to eliminate the multiple dependency of the 
claims in order to avoid the additional fee. 

Respectfally/I&bmitted, 



AnthonV J. Zelano (27,969) 
Attorney for Applicants 

MILLEN, WHITE, ZELANO & BRANIGAN. P.C. 

Arlington Courthouse Plaza I 

2200 Clarendon Boulevard, Suite 1400 

Arlington VA 22201 

Direct Dial: 703-812-5311 

Facsimile: 703-243-6410 

AKZ:aek E-mail: zelano@mwzb.com 

Filed: April 14, 2000 
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Production of a directly compressible 
tabletting aid 

The invention relates to directly compressible 
tabletting aids with a xylitol content of more than 90% 
by weight and a content of at least one other polyol of 
less than 10% by weight, which are produced by co-spray 
drying or co-fluidized bed granulation. The tabletting 
aids according to the invention have improved 
tabletting properties by comparison with xylitol, in 
particular in relation to the resulting tablet 
hardnesses, the friability and the tendency to capping. 
These improved tabletting properties of the tabletting 
aids according to the invention are evident in 
particular in formulations with a high content of 
active ingredients. In addition, the tabletting aids 
according to the invention have improved taste -masking 
properties by comparison with known polyols, and 
influence the sensory mouthfeel of the products in an 
advantageous manner. The invention further relates to 
compositions, formulations and solid forms or compacts 
whicn comprise a tabletting aid according to the 
invention, and to a process for producing the 
tabletting aids according to the invention. 

Polyols and polyol mixtures are used on a large 
scale as additives and carriers inter alia for active 
pharmaceutical ingredients, chewable and suckable 
tablets and other products of the drugs industry and as 
compacts in the food industry. Because of its 
advantageous properties, there is particular interest 
in using xylitol as tabletting aid. Xylitol has, inter 
alia, sweetening properties which are comparable to 
those of sucrose. However, it has the advantage that it 
is not cariogenic. There is even evidence that xylitol 
is able to prevent caries. In addition, xylitol shows a 
cooling effect, which is felt to be pleasent, during 
the dissolving process. 

In the production of compacts by direct 
compression, many polyols result in a rather 
unsatisfactory surface or lead to compacts with 
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unsatisfactory hardness. Thus, the known polyols 
mannitol, lactitol, isomalt and xylitol show poor 
tabletting characteristics, resulting in low tablet 
hardness, capping and high friability of the tablets. 
5 Xylitol in particular shows extremely unsatisfactory 
results on direct compression. 

If, despite this, polyols of this type are to 
be used for producing compacts, this usually entails 
the disadvantage of increased expenditure of effort . 

10 This is made clear by the example of mannitol. Mannitol 
is certainly used in pharmaceutical formulations 
despite the abovementioned disadvantages, in contrast 
to lactitol, isomalt and xylitol which tend not to be 
used for producing compacts. However, mannitol must 

15 usually be granulated or briquetted before compression 
with the other ingredients. 

The use of polyol mixtures for producing 
xylitol -containing compacts is known. However, the 
xylicol content is usually relatively low. EP 0 528 604 

2 0 Al describes, for example, a composition of sorbitol 

and xylitol obtainable by co-melting, which 
particularly preferably contains a sorbitol : xylitol 
weight ratio in the range from 65:35 to 95:5. Since a 
large part of the xylitol in these compositions is 
25 replaced by sorbitol there is utilization of only a 
fraction of the advantageous properties of xylitol. 

EP 0 329 977 Bl claims binders and diluents 
which contain 94 to 98% by weight xylitol and are 
suitable for producing directly compressed tablets. 

3 0 However, the production of these binders and diluents 

starts from crystalline xylitol which means, inter 
alia, that an increased number of working steps is 
necessary . 

Hence there is an interest in simplifying 
3 5 processes for producing directly compressible polyol 
mixtures based on xylitol. 

DE 44 3 9 8 58 Al proposes producing by spray 
drying a polyol combination which consists essentially 
of at least two polyols with a mannitol content of less 



than 10% by weight. This is said to provide polyol 
compositions which can be produced without difficulty 
and whose tabletting properties and plasticity are 
improved by comparison with known polyols or polyol 
combinations. The compositions described as preferred 
are those compositions containing sorbitol and xylitol 
or sorbitol, xylitol and other polyols, and in 
particular sorbitol, xylitol and mannitol as polyols. 
The xylitol content is particularly preferably less 
than 50% by weight, especially preferably less than 35% 
by weight. It was found, inter alia, that the produced 
polyol compositions result in much smoother surfaces on 
tabletting, and that these products can be processed to 
chewing-gums which have better processing properties 
than the chewing-gum produced with conventional 
sorbitol or mixtures of sorbitol and other polyols. 
However, there is no reference in DE 44 39 858 Al to 
the possibility of obtaining directly compressible 
tabletting aids based on xylitol, whose direct 
compressibility is normally very poor, using polyol 
combinations obtainable by spray drying and having a 
higher xylitol content, in particular having a xylitol 
content greater than. 90% by weight, which aids 
additionally have further beneficial properties, in 
particular a taste masking on co-spray drying or co- 
fluidized bed granulation with active ingredients and 
an advantageous effect on the sensory mouthfeel of the 
products . 

Problems with the taste properties experienced 
by the user arise in the formulation of pharmaceutical 
compositions for oral administration in many cases, not 
only for liquid administration forms. On chewing 
antacid tablets in particular, a chalky, soapy taste is 
experienced as unpleasant. Attempts have been made with 
little success hitherto to mask this unpleasant taste 
by various additives. 

A problem which has also arisen with a wide 
variety of active ingredients is a taste which is 
experienced as extremely bitter. Masking of the active 



ingredients with particularly bitter tastes has not 
hitherto succeeded even by the addition of flavourings 
or aromatizing substances. Although it is possible to 
provide tablets containing such active ingredients with 
a coating, this method is unsuitable if rapid 
absorption of the active ingredient, which takes place 
through the oral mucosa even during chewing of the 
tablets, is desired. 

Particular requirements must also be met by the 
surface of tablets intended to be sucked, such as, for 
example, throat tablets. In this case, it is desirable 
for the actual tablet to have a smooth surface which is 
retained during the sucking and does not gradually 
become rough. 

Furthermore, suckable and, in particular, 
chewable tablets are increasingly being supplied in the 
area of dietary supplementation (vitamin and mineral 
supplementation) . The carrier content in particular of 
tablets for mineral supplementation is very low so that 
the taste properties are substantially determined by 
the relevant mineral . 

The object therefore was to provide a directly 
compressible tabletting aid which is simple to produce 
and which has improved tabletting properties by 
comparison with xylitol, in particular in relation to 
the resulting tablet hardnesses, the friability and the 
tendency to capping, and in addition has improved 
taste-masking properties by comparison with known 
polyols, and has an advantageous effect on the sensory 
mouthf eel of the products . 

It has now been found that the abovementioned 
object of the present invention can be achieved if the 
tabletting aid comprises more than 90% by weight of 
xylitol and less than 10% by weight of at least one 
other polyol and is produced by spray drying or 
fluidized bed granulation. 

The invention thus relates to a directly 
compressible tabletting aid which is simple to produce, 
comprises more than 90% by weight of xylitol and less 



than 10% by weight of at least one other polyol , and is 
produced by spray drying or fluidized bed granulation 
and has the following properties: 

improved tabletting properties by comparison with 
xylitol, in particular in relation to the resulting 
tablet hardnesses, the friability and the tendency to 
capping 

improved taste-masking properties by comparison 
with known polyol s and 

advantageous effects on the sensory mouthfeel of 
the products . 

The term "polyol" represents sugar alcohols of 
the general formula 

HOCH 2 - (CHOH) n -CH 2 OH, 
where n is 2 to 6, preferably 3 to 4 , 

and their dimeric anhydrides, in particular 
C 12 H2 4 0n . 

The term "polyols" particularly represents 
hexitols such as sorbitol and mannitol, pentitois such 
as xylitol, but possibly also C 4 -polyalcohols such as 
erythritol or Ci 2 -polyalcohols such as lactitol, 
maltitol or isomalt. However, besides polyols, it is 
also possible to employ other suitable carbohydrates. 

Preferred embodiments are: 
al) Directly compressible tabletting aids obtainable 
by dissolving xylitol and at least one other 
polyol in water and spraying the resulting aqueous 
mixture in a stream of air at a temperature of 
from 120°C to 300°C. 
a2) Directly compressible tabletting aids obtainable 
by dissolving xylitol and at least one other 
polyol in water and fluidizing the resulting 
aqueous mixture in a stream of air at a 
temperature of from 30°C to 110°C. 

b) Directly compressible tabletting aids employing 
xylitol and mannitol, xylitol and lactitol or 
xylitol, mannitol and lactitol as polyols. 

c) Directly compressible tabletting aids where the 
ratio' of xylitol to mannitol is in a range between 
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90:10 to 98:2, in particular between 90:10 to 
95 :5. 

d) Directly compressible tabletting aids where the 
ratio of xylitol to lactitol is in a range between 

5 90:10 to 98:2, in particular between 90:10 to 

95:5. 

e) Directly compressible tabletting aids where the 
xylitol :mannitol : lactitol ratio is in a range 
between 90:1:9 or 90:9:1 and 98:1:1. 

10 f) Directly compressible tabletting aids according to 
any of the preceding preferred embodiments al) to 
e) , where the water content is less than 1% by 
weight . 

The invention further relates to compositions, 
15 formulations and solid forms or compacts comprising a 
tabletting aid according to the invention. 

The total amount of polyol employed for 
producing the solid forms or compacts should be chosen 
such that 10% by weight to 99% by weight, in particular 

2 0 25% by weight to 98% by weight, of polyol is present in 

the solid forms or compacts according to the invention. 

These solid forms or compacts may comprise on 
the one hand minerals from the group of physiologically 
tolerated Ca, Mg, Na, K, Fe and Zn salts in an amount 
25 of from 10% by weight to 90% by weight, in particular 
from 25% by weight to 75% by weight, where appropriate 
trace elements, and one or more vitamins and, where 
appropriate, one or more active ingredients which 
possibly have a bitter taste. 

3 0 The solid forms or compacts may comprise one or 

more active pharmaceutical ingredients. Active 
ingredients of this type may be, inter alia, 
analgesics, antacids or others. The active 
pharmaceutical ingredients may be present in an amount 
35 of from 0.1% by weight to 75% by weight. 

The tabletting aids according to the invention 
are also suitable for producing shaped and unshaped 
polyol compositions produced by melt extrusion. These 



may in turn comprise active ingredients up to a content 
of 80% by weight. 

The percent by weight data as stated in the 
preceding text are, of course, to be understood to mean 
that the total percentages by weight of the substances 
employed do not exceed 100% by weight. 

The invention further relates to a process for 
producing the tabletting aids according to the 
invention, comprising the following steps: 
a) producing an aqueous solution of xylitol and at 
least one other polyol, the resulting mixture 
having a xylitol content of more than 90% by 
weight based on the total polyol content, 
bl) spraying the resulting mixture in a stream of air 
at a temperature of from 120°C to 300°C, 
evaporation of the water taking place, 
b2) fluidizing the resulting mixture in a stream of 
air at a temperature of from 30°C to 110°C, 
evaporation of the water taking place, and 
c) isolating the tabletting aid. 

In a particularly preferred embodiment, the 
tabletting aid according to the invention consists of 
90 to 98% by weight, in particular 90 to 95% by weight 
of xylitol and 2 to 10% by weight, in particular 5 to 
10% by weight of one or two polyol s selected from 
mannitol and lactitol . 

It is very particularly preferred for the 
tabletting aid according to the invention to comprise 
more than 95% by weight of xylitol and less than 5% by 
weight of a polyol selected from mannitol and lactitol. 

An aqueous solution of xylitol and at least one 
other polyol is used for the co- spray drying. The 
solids content is previously adjusted to about 30% by 
weight to about 75% by weight, in particular 60% by 
weight to 72% by weight, preferably by mixing two or 
more polyol solutions in the required ratio at a 
temperature of up to 80 °C. The spraying is carried out 
by atomization using nozzles, preferably using a 
centrifugal atomizer, in a stream of dry air which is 



blown in centrif ugally and is heated to a temperature 
of from 120°C to 300°C, preferably 130°C to 190°C. The 
amount of polyol solution added and of hot air blown in 
is adjusted so that the substance mixture is dried to a 
water content of about 0.1% by weight to about 1% by 
weight, where appropriate in a fluidized bed. In any 
event, the water content should be below 1% by weight. 

The polyol particles obtained by this 
dehydration of the polyol solution droplets are heated 
during the spray drying to a temperature of about 50 °C 
to about 70°C / while the air which is blown in cools to 
about the same temperature. The polyol composition is 
collected in containers and, after cooling, is suitable 
directly for producing tablets or compacts . 

The co-fluidized bed granulation is carried 
out, for example, as described in P. Grassmann, 
F. Widmer, "Einfiihrung in die thermische 

Verfahrenstechnik" [Introduction to Thermal Processing 
Technology], published by DeGruyter, Berlin 1974. 

It is possible to add to the aqueous mixture 
before the co-spray drying or co-fluidized bed 
granulation for example one or more active ingredients. 
Active pharmaceutical ingredients may be inter alia 
analgesics, antacids or others. It is further possible 
to add to the aqueous mixture before the spray drying 
or fluidized bed granulation for example flavour- 
masking substances and, where appropriate, colorants. 
Suitable flavour-masking substances are, inter alia, 
natural or synthetic sweeteners from the group of 
saccharine, aspartame, acesulfame K, neohesperidine DC, 
sucralose, thaumatin or stevioside. 

The particular mode of production by spraying 
or fluidizing an aqueous solution makes it possible to 
disperse water-insoluble and water-soluble additions 
such as, for example, citric acid, sweeteners, in 
particular acesulfame K, aspartame, saccharin, 
cyclamate, sucralose, neohesperidine DC, colorants and 
active pharmaceutical ingredients such as, for example, 
analgesics, antacids and the like, vitamins, minerals 



and, where appropriate, trace elements homogeneously in 
the compositions or formulations according to the 
invention and the solid forms or compacts produced 
therefrom, in particular the tablets produced 
5 therefrom. The invention likewise relates to such solid 
forms and compacts. 

The binders to be added where appropriate are 
familiar to the skilled person and serve to increase 
the strength of the composition. Preferred binders are 

10 cellulose derivatives, in particular hydroxypropyl- 
methylcellulose, carboxymethylcellulose or starch. 

Besides the polyol composition according to the 
invention, present in the compacts according to the 
invention are one or more ingredients selected from 

15 active pharmaceutical ingredients and substances 
approved under foodstuffs legislation. Preferred 
substances approved under foodstuffs legislation are 
natural, nature- identical or synthetic aromatizing 
substances or flavourings, vitamins, trace elements, 

20 minerals, colorants, lubricants, release agents, 
sweeteners, stabilizers or antioxidants. The content of 
these ingredients is preferably between 0.01 and 90% by 
weight and, in particular, between 0.1 and 70% by 
weight . 

2 5 The compacts are produced in a manner known per 

se by mixing the ingredients in dry form and then 
tabletting . 

The polyol compositions according to the 
invention have a number of advantageous tabletting 
30 properties: 

surprisingly, it can be asserted that solid 
forms, in particular tablets, with considerably 
improved taste properties and sensory mouthfeel are 
obtained by the process according to the invention 

3 5 using the compositions according to the invention. On 

use of formulations with a high mineral content of up 
to 90%, on the one hand the tabletting properties are 
found to be drastically improved and, on the other 
hand, the produced tablets are characterized by 
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considerably less friability during the packaging 
process. Moreover use of the compositions according to 
the invention with the same compressive force as 
applied to known polyol- containing formulations results 
5 in harder tablets with smoother surfaces. This improved 
sensory feel in the mouth which is initially 
experienced is also experienced on chewing or sucking 
because the otherwise usual chalky or, where 
appropriate, soapy taste is very substantially masked. 

10 However, surprisingly, there is an improvement in the 
taste properties not only of these mineral tablets. 
Formulations in which ingredients with an extremely 
bitter taste are incorporated are also experienced as 
having a considerably better taste because the bitter 

15 taste is no longer so excessively evident. 

The following examples serve to explain the 
described and claimed invention better. However, they 
are by no means to -be understood to restrict the scope 
of protection to these examples. 

20 

Examples 

The tabletting characteristics of 
(1) co- spray granulated xylitol in conjunction with 
other polyols (Examples 1 to 4) , 
25 (2) commercial xylitol grades (Comparative Example 1) 
and 

(3) spray- granulated pure xylitol (Comparative 

Example 2) 
were compared. 
30 Tabletting: 

Unless explicitly described otherwise, in each 
case about 10 0 0 tablets were produced from a total of 
about 500 g of material; 

Equipment: EKO DMS eccentric tablet press 

35 (instrumented) ; supplied by Korsch 

Measurements : 

Tablet hardness; 

2 0 tablets were measured and the average was 
formed; 



Equipment: hardness tester 6D, supplied by 

Schleuniger 

Friability: 

2 0 tablets were measured and reweighing was 
5 carried out; 

Equipment: Friabilator, supplied by RWK 
Tablet weight : 

2 0 tablets were measured and the average was 
formed; 

10 Equipment: Mettler AT 201 with statistics program 

and LCP 45 printer, supplied by Mettler 

Examples 1 to 4 

Xylitol (manufacturer: Cerestar) was dissolved 
15 with additions of 5-10% by weight of another polyol and 
subjected to a spray granulation. The spray granulation 
was carried out as described above. The tablettability 
of the spray- granulated materials was then tested. 1000 
tablets were produced from one granulation. 
2 0 For the comparison, mechanical mixtures of the 

starting components were investigated for their 
tablettability. In this case too, 1000 tablets were 
produced from a mechanical mixture. 

Tablets with a diameter of 11 mm were produced 
25 aiming at a tablet weight of 500 mg . 

Unless explicitly described otherwise, in each 
case 2 0 tablets were measured and tested. 



Example 1 

30 Comparison of the tablettability of co- spray dried 
xylitol (addition: 5% by weight of lactitol 
(manufacturer: Purac) ) and the tablettability of a 
mechanical mixture of identical composition 



Table 1 Measurements for Example 1 





Co 


Me 


Co 


Me 


Co 


Me 


Co 


Me 


Pressure [kN] 


4.5 


4.5 


10 




21 


21 


32 


30 


Tablet hardness [N] 


20 


10 


43 


* 


98 


34 


131 


30 


Friability [% by wt] 


0.44 


dis 


0 .11 




0.08 


65 


0.06 


90 


Tablet weight [mg] 


502 


498 


503 




502 


503 


502 


501 



Co: co-spray drying 
Me : mechanical mixing 
5 * : severe rough running - tabletting impossible 
dis : disintegration of the tablet 

Example 2 

Comparison of the tablettability of co- spray dried 
1G xylitol (addition: 5% by weight of ' mannitol 
(manufacturer: Merck KGaA) ) and the tablettability of a 
mechanical mixture of identical composition 



Table 2 Measurements for Example 2 





Co 


Me 


Co 


Me 


Co 


Me 


Co 


Me 


Pressure [kN] 


5 


5 


9.5 


11 


20 


21.5 


32 


30 


Tablet hardness [N] 


51 


<20 


76 


<20 


95 


<20 


95 


<20 


Friability [% by wt] 


2.0 


37 


0 .72 


3.8 


* 


dis 




dis 



15 

Co: co- spray drying 
Me: mechanical mixing 

*: not determined (frequent capping) 
dis: disintegration of the tablet 

20 

The tablet weight was not determined. 
Example 3 

Comparison of the tablettability of co-spray dried 
25 xylitol (addition: 10% by weight of mannitol 
(manufacturer: Merck KGaA)) and the tablettability of a 
mechanical mixture of identical composition 
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Table 3 Measurements for Example 3 





Co 


Me 


Co 


Me 


Co 


Me 


Co 


Me 


Pressure [kN] 


4.5 


5 


10 


10 


19 .5 


19 


29 


31 


Tablet hardness [N] 


30 


<20 


63 


<20 


96 


<20 


108 


<20 


Friability [% by wtj 


3.2 


11 


0 .53 


6.5 


0 .44 


dis 


0 .67 


dis 


Tablet weight [mg] 


501 


500 


502 


500 


502 


501 


501 


501 



Co: co -spray drying 
Me : mechanical mixing 
5 dis: disintegration of the tablet 

Example 4 

Comparison of the tablettability of co- spray dried 
xylitol (addition: 5% by weight of sorbitol 
10 (manufacturer: Merck KGaA) ) and the tablettability of a 
mechanical mixture of identical composition 



Table 4 Measurements for Example 4 





Co 


Me 


Co 


Me 


Pressure [kN] 


21 


20 


31 


30 


Tablet hardness [N] 


85 


34 


83 


37 


Friability [% by wt] 


0 . 18 


31 


0.12 


21 


Tablet weight [mg] 


501 


501 


498 


498 



15 Co: co-spray drying 

Me : mechanical mixing 

At lower pressures, no tabletting was possible 
because of severe rough running. 

2 0 Examples 1 to 4 show that the tablets produced 

from spray-granulated xylitol have distinctly better 
properties than tablets derived from compression of the 
corresponding mechanical mixtures. The co-spray drying 
results in particular in considerably greater tablet 

25 hardnesses and distinctly lower friability. Co-spray 
granulated xylitol produced according to the invention 
is very suitable for direct tabletting. 
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Comparative Example 1 

5 xylitol grades available on the market were 
tested for their tablettability (manufacturers: 
Ceres tar, Roquette, Finnsugar: one sample in each case; 
5 Xyrofin: two samples) 

The measurements indicated for Comparative 
Example 1 are the averages of the measurements for all 
5 samples. 

A uniform pressure of 20 kN with a tablet 
10 diameter of 11 mm was aimed at for all the examples. 
Compaction of the material to be compressed was 
scarcely possible at lower pressure. With a higher 
pressure, capping and a decline in the strength of the 
compacts occurred. 

15 



Table CI Measurements for Comparative Example 1 





Average 


Range of the 
measurements 


Srel. 


Tablet diameter [mm] 


11 






Pressure [kN] 


20 


18-21 


n.d. 


Tablet hardness [N] 


31.5 


27-39 


5 


Friability [% by wt] 


12 


4-24 


8 



S re i: relative standard deviation 
n.d.: not determined 



2 0 The tablet weight was not determined 

numerically because very large, intolerable variations 
occurred within the individual xylitol sample grades. 
In addition, it did not appear worthwhile to give the 
measured data because the individual samples had 

25 different particle structures. 

During the tabletting there was frequently 
rough running and capping in the tabletting machine. 

The tabletting tests show that all 5 xylitol 
grades are unsuitable for direct tabletting. 

30 

Comparative Example 2 

Conventional xylitol (manufacturer: Ceres tar) 
was dissolved without further additions and subjected 
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to spray granulation. The spray granulation was carried 
out as described above. 10 00 tablets were produced from 
one granulation. 



Table C2 Measurements for Comparative Example 2 





Spray granulation 
in a spray drier 


Spray granulation 
in a fluidized 
bed 


Tablet diameter [mm] 
Pressure [kN] 
Tablet hardness [N] 
Friability [% by wt] 
Tablet weight [mg] 


11 
20 

57 (range: 52-62) 

10.5 

510 


11 
20 

60 (range: 49-71) 
3 

460 



The measurements show that spray-granulated 
pure xylitol cannot be tabletted without further 
10 additions. For a tablet with a diameter of 11 mm, the 
tablet hardnesses are too low and the friability is too 
high. The tablet weight is moreover subject to large 
variations within a measurement series. 
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Patent claims 



1. Directly compressible tabletting aid 
characterized in that it has a xylitol content of more 

5 than 90% by weight and a content of at least one other 
polyol of less than 10% by weight, and is produced by 
spray drying or fluidized bed granulation. 

2. Directly compressible tabletting aid according 
to Claim 1, characterized in that the other polyols 

10 present in addition to xylitol are selected from the 
group consisting of mannitol and lactitol. 

3. Directly compressible tabletting aid according 
to either of Claims 1 or 2, characterized in that it is 
obtainable by dissolving xylitol and at least one other 

15 polyol in water and spraying the resulting aqueous 
mixture in a stream of air at a temperature of from 
120°C to 300°C. 

4 . Directly compressible tabletting aid according 
to either of Claims 1 or 2, characterized in that it is 

20 obtainable by dissolving xylitol and at least one other 
polyol in water and fluidizing the resulting aqueous 
mixture in a stream of air at a temperature of from 
30°C to 110°C. 

5. Directly compressible tabletting aid according 
25 to any of Claims 1 to 4, characterized in that xylitol 

and mannitol, xylitol and lactitol or xylitol, mannitol 
and lactitol are employed as polyols. 

6. Directly compressible tabletting aid according 
to Claim 5, characterized in that the ratio of xylitol 

3 0 to mannitol is in a range between 90:10 to 98:2, in 
particular between 90:10 to 95:5. 

7. Directly compressible tabletting aid according 
to Claim 5, characterized in that the ratio of xylitol 
to lactitol is in a range between 90:10 to 98:2, in 

35 particular between 90:10 to 95:5. 

8. Directly compressible tabletting aid according 
to Claim 5, characterized in that the 
xylitol : mannitol : lactitol ratio is in a range between 

90:1:9 or 90:9:1 and 98:1:1. 
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9 . Directly compressible tabletting aid according 
to any of Claims 1 to 8, characterized in that the 
water content is less than 1% by weight. 

10. Process for producing a directly compressible 
tabletting aid according to any of Claims 1 to 9, 
characterized in that it comprises the following steps: 
a) producing an aqueous solution of xylitol and at 

least one other polyol, the resulting mixture 
having a xylitol content of more than 90% by 
weight based on the total polyol content, 

bl) spraying the resulting mixture in a stream of air 
at a temperature of from 120°C to 300°C, 
evaporation of the water taking place, 

b2) fluidizing the resulting mixture in a stream of 
air at a temperature of from 30°C to 110°C, 
evaporation of the water taking place, and 

c) isolating the tabletting aid. 

11. Use of a directly compressible tabletting aid 
according to any of Claims 1 to 9 for producing shaped 
and unshaped polyol compositions by melt extrusion. 

12. Compositions or formulations, characterized in 
that they comprise a directly compressible tabletting 
aid according to any of Claims 1 to 9 . 

13. Solid forms or compacts, characterized in that 
they comprise a directly compressible tabletting aid 
according to any of Claims 1 to 9 . 

14. Solid forms or compacts according to Claim 13, 
characterized in that they comprise one or more water- 
insoluble and/or water-soluble additions homogeneously 
dispersed . 

15. Solid forms or compacts according to either of 
Claims 13 or 14, characterized in that they comprise 
citric acid as addition. 

16. Solid forms or compacts according to any of 
Claims 13 to 15, characterized in that they comprise 
one or more additions selected from the group of active 
pharmaceutical ingredients, sweeteners, colorants, 
vitamins and trace elements. 
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17. Solid forms or compacts according to Claim 16, 

characterized in that they comprise one or more active 
pharmaceutical ingredients selected from the group of 
analgesics and antacids. 
5 18. Solid forms or compacts according to Claim 16, 

characterized in that they comprise one or more 
sweeteners selected from the group of acesulfame K, 
aspartame, saccharin, cyclamate, sucralose and 
neohesperidine DC. 
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Abstract 

The invention, relates to directly compressible 
5 tabletting aids with a xylitol content of more than 90% 
by weight and a content of at least one other polyol of 
less than 10% by weight, which are produced by co-spray 
drying or co-fluidized bed granulation. The invention 
further relates to compositions, formulations and solid 
10 forms or compacts which comprise a tabletting aid 
according to the invention, and to a process for 
producing the tabletting aids according to the 
invention. 
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English Language Declaration 

As a below named inventor, I hereby declare that: 

My residence, post office address and citizenship are as stated below next to my name, 

I believe I am the original, first and sole inventor (if only one name is listed below) or an original, 

first and joint inventor (if plural names are listed below) of the subject matter which is claimed and for 

which a patent is sought on the invention entitled 

Production of a directly compressible tabletting aid 

the specification of which 

(check one) 

□ is attached hereto. 

IS was filed on October 2, 1998 as United States Application No. or PCT International 

Application Number PCT/EP 98/06272 



and was amended on 



(if applicable) 



4= I hereby state that I have reviewed and understand the contents of the above identified specification, 
if including the claims, as amended by any amendment referred to above. 

jd; 1 acknowledge the duty to disclose to the United States Patent and Trademark Office all information 
^ known to me to be material to patentability as defined in Title 37, Code of Federal Regulations, 
Section 1 .56. 

I hereby claim foreign priority benefits under Title 35, United States Code, Section 119(a)-(d) or 
Section 365(b) of any foreign application(s) for patent or inventor's certificate, or Section 365(a) of 
any PCT International application which designated at least one country other than the United States, 
listed below and have also identified below, by checking the box, any foreign application for patent or 
inventor's certificate or PCT Internationa! application having a filing date before that of the application 
on which priority is claimed. 

Prior Foreign Application(s) Priority Not Claimed 

197 45 265.5 Germany 15. October 1997 



(Number) (Country) (Day/Month/Year Filed) 



(Country) (Day/Month/Year Filed) 



□ 
Q 
□ 



(Country) (Day/Month/Year Filed) 
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1 hereby claim the benefit under 35 U.S.C. Section 119(e) of any United States provisional 



application(s) listed below: 


(Application Serial No.) 


(Filing Date) 


(Application Serial No.) 


(Filing Date) 


(Application Serial No.) 


(Filing Date) 



I hereby claim the benefit under 35 U. S. C. Section 120 of any United States appiication(s), or 
Section 365(c) of any PCT International application designating the United States, listed below and, 
insofar as the subject matter of each of the claims of this application is not disclosed in the prior 
United States or PCT International application in the manner provided by the first paragraph of 35 

= ._ U.S.C. Section 112. I acknowledge the duty to disclose to the United States Patent and Trademark 
Office all information known to me to be material to patentability as defined in Title 37, C. F. R., 

"~. Section 1.56 which became available between the filing date of the prior application and the national 

= or PCT International filing date of this application: 



(Application Serial No.) 


(Filing Date) 


(Status) 






(patented, pending, abandoned) 


(Application Serial No.) 


(Filing Date) 


(Status) 






(patented, pending, abandoned) 


(Application Serial No.) 


(Filing Date) 


(Status) 






(patented, pending, abandoned) 



I hereby declare that all statements made herein of my own knowledge are true and that all 
statements made on information and belief are believed to be true; and further that these statements 
were made with the knowledge that willful false statements and the like so made are punishable by 
fine or imprisonment, or both, under Section 1001 of Title 18 of the United States Code and that such 
willful false statements may jeopardize the validity of the application or any patent issued thereon. 



Form PTO-SB-01 (6-95) (Modified) 



Patent and Trademark Office-U.S. DEPARTMENT OF COMMERCE 



Page 3 of 4 



POWER OF ATTORNEY: As a named inventor, I hereby appoint the following attorney(s) and/or 
agent(s) to prosecute this application and transact all business in the Patent and Trademark Office 
connected therewith, (list name and registration number) 

I. William Millen (19,5 44) , Brion P. Heaney (32,542) 

John L. White (^746) Diana Hamlet-King (33j302) 

Anthony J. Zelano (27J69X Richard J. TraversoJ3J^595) 
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/ aarry B. Shubi n (32,00 4) . Richard M. Lebovitz (37,067) 

John H. Thomas (3 3,46aT ~~ 
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OSole or first inventor's 




Date 


L-jiResidence 

."== 64625 Bensheim 
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Second inventor's signature / ~ Date 
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